
= > s (I I. -Ira or interleukin- 1 receptor antagonist* ) 
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~> s (ll.-lra-R or interleukin- 1 receptor antagonist related) 
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ANTAGONIST Rl 1 ATLD) 
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I I Physical activity and plasma interleukm-6 in humans—effect of 
intensity 

of exercise. 

AU Ostrowski K., Schjerling P; Pedersen B K 

CS The Copenhagen Muscle Research C entre. Rigshospitalet A Is 

7652. Denmark. 
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AB The present study included data from three marathon races to 
investigate 

the hypothesis that a relationship exists between running intensity 
and 

elevated concentrations of interleukin (lL)-6 in plasma The study 
included a total of 53 subjects whose mean age was 30.6 [95% 

confidence- 
interval (CI) 1 .4] years, mean body mass 77 7 (95% CI 2.0) kg. 

mean 

maximal oxygen uptake (V02max) 59 3 (95% CI 14) ml x 
min(-l) x kg(-l), 

and who had participated in the Copenhagen Marathons of 1996. 
1997 or 

1998, achieving a mean running time of 206 (95% CI 7) mm 
Runninii 

intensity was calculated as running speed divided by V()2 max 
The 

concentration of 11-6 in plasma peaked immediately after the run 
There 

was a negati\e correlation between peak II -6 concentration and 
running 

time I r - -0 30, P- 0.05 ) and a positive correlation between peak 

II -6 

concentration and running intensity ir o 32. P- -0 05) The 11 -1 
receptor 

antagonist (11- Ira) plasma concentration peaked 15 li after the 
run and 

there was a positive correlation between the peak plasma 
concentrations of 

1 1 -6 and * * * 1 1 * * * - * * * | \ {\ *** ^ * * * p* * * p- 0 ( ) | ) 

(. real me 

kinase (Ck> plasma concentration peaked on the 1st day after the 

inn but 



plasma IL-6 concentration and running intensity, but did not 
confirm the 

previous finding of a connection between IL-6 plasma 
concentration and 
muscle damage 

1.2 ANSWLR 2 OL 14 MI DI INI 

AN 97225342 MLDLINL 

DN 97225342 PubMed ID 907 1715 

I I l.ipopolysaccharide-binding protein and 

bactericidal permeability - 

increasing factor during hemodialy sis clinical determinants and 
role of 

d i f fe r e n t m e m b r a 1 1 e s 
AU Sundaram S; King A J; Pereira B J 

CS Division of Nephrology , New Lngland Medical Center. Boston. 
Massachusetts 

021 1 L USA. 
NC Dk 45609 (NIDDK.) 
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AB The host response to the presence of lipopoly saccharide (LPS ) is 
complex 

and varied. Two closely related endogenous serum proteins, 
LPS-binding 

protein (LBP) and bacterieidal/permeabihty-increasing factor 
(BPI), 

regulate delivery of LPS to CD 14 antigen on ef fector cell surfaces 

and 

modulate the host response to LPS. In the study presented here, 
plasma 

levels of LBP and BPI were measured, predialysis. 15 min into 
dialysis and 

postdialysis in patients dialy/ed with cellulose, 
cellulose-tri-acetale 

(CTA). and polysulfone dialy zers. f urther, the association 
between LBP 

levels and BPI release during hemodialysis and clinical and 
laboratory 

characteristics of patients, complement activation represented by 
plasma 

C3a levels, and monocyte cy tokine production represented by 
interleukin- 1 

receptor antagonist ( II .- 1 Ra ) s\ nthesis w as also studied. 
Predialysis 

plasma levels of 1 BP were 14.459 -> - 544. 13.8X9 ♦ - 1362 and 
12.622 

6305 ng ml . respecti\el\ . with cellulose. C 1A. and polysulfone 
diah /ers. 

and postdialysis lev els were 17.834 ♦.- 80 1. 20.979 * - 8485 and 
18.177 

1656 ng ml,, respectively Postdialy sis plasma levels of I. BP 

were 

consistently higher than predialysis levels with all three dialy/ers 

tP< 

0 05) However, plasma 1 BP levels were not signilicantly 
different between 


diaKsis 

with CTA ( 10 Ml * - 3 65 ng ml.) and poKsulfone ( 10 73 
2 24 ng/ml.) 

dialy/ers were significantly greater <P < 0 05) than that observed 
w ith 

cellulose (5.49 t-/. 0.66 ng /ml.). Similarly. postdiaKsis levels 
with CTA 

and poKsulfone were significantly greater (P < 0.05) than that 
observed 

with cellulose dialy/ers. Hie percentage change in HIM levels 
between 

predialvsis and 15 mm was 1341 +<■- 243°«. 2935 1033%. and 
3790 +/- 

1 15l°o for cellulose. CTA. and poKsulfone dialy/ers. 
respect ively The 

changes in BIM levels from predial) sis to 15 mm and between prc- 
and 

postdiaKsis samples were statistically signi (leant tor all three 
dialy/ers (P < 0 05). PostdiaKsis I.BP:BIM ratios were 50 + '-6V 
18+/-" 

4%. and 22 +/"- 6% of predialvsis ratios for cellulose. CTA. and 
poKsulfone diaK/ers. respectively These changes were 
statistically 

significant (P < 0.05) tor all three dialy/ers. There was no 
significant 

correlation between baseline clinical or laboratory i*h;ir;irt t *rkiir* 
and 

predialysis LHP levels. Similarly, the correlation between HP1 
levels at 

15 min of dialysis with the clinical and laboratory characteristics 
was 

also poor, with the exception of serum albumin (r = 0 43. P = 

0.008). The 

correlation between BPI levels at 15 min of dialysis with plasma 
LBP 

levels (r = -0.29; P - 0.08). plasma C3a levels (r = -0.1. P - 
0.55). 

peripheral blood mononuclear cells (PBMC) content of ***n *** 

♦ ♦• 1Ra *** ( *** r *** zzQ.01; P = 0.94), and IL-IRa 
production by 

unstimulated (r = 0.13; P = 0 45). and endotoxin-stimulated 
PBMC(r = 

0.32; P = 0.06) was not statistical!) significant. The results of this 
study demonstrate that dialysis with cellulose. CTA. and 
poKsulfone 

dialyzers results in a significant increase in LBP and BPI levels. 
BP! 

release is probably mediated b> non-complement factors and may 
be related 

to the nutritional status of the patient The release of BPI during 
HI) and 

consequent lowering of the I BPBPI ratio could potcnlialK afford 
some 

protection against endotoxin in the dialysate. 

1.2 ANSWLR 3 ( T 14 MI 1)1 INI 
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II [Practical significance of cytokine determination in joint tin id in 

patients with arthroses or rheumatoid arthritis |. 

Praktische Bedeutung der /vlokmbeslimiTHing im (iclcnkpunklat 
von Patienten 

mit Arthrosen oder rheumatischen Arthntiden 
A I ! Neidel J. Schul/e M. So\a I.. I iiutschau J 
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AB OB.ILC T1VL: To determine whether the activity of 
cartilage-degrading 

enzymes in the synovial lluid (SI ) of patients with rheumatoid 
arthritis 

and other joint diseases is correlated with the concentration of 
cytokines 

in the SF MI LI lODS: Cytokines and cartilage-degrading 
enzymes were 

determined in the SF of 97 patients with various disorders 
involving the 

knee joints (rheumatoid arthritis (RA) n 44, osteoarthritis (OA) n 

35; 

memscal trauma (Men) n 10, reactive arthntides (ReA) n 8). In 
these 

samples we measured the concentrations of interleukin- 1 alpha 
and beta. 

!L- 1 -receptor antagonist (!!-!ra). !!. 6. II. 8. tumor necrosis 
factor alpha 

(TNF alpha, all by LLISA), eollagenase-acti\ ity and 
caseinase-activity (by 

substrate assays). RLSULTS: With the exception of IL-1 alpha 
and IL-6. 

cytokine-eoncentrations were significantly higher in RA than in 

OA 

SF-samplcs (p < 0.05; ANOVA on ranks). IL-lra, IL-6, and IL-1 
beta were 

correlated best \sith the collagenase-activity in the SI (r - 0.63; 
0.57, 

0.55; Spearman's rank correlation), while IL-1 beta (r = 0 53) and 
_ * + * lra **« ( *** r *** =().52) were best correlated 

with 

the caseinase-activity in the samples The SL-concentration of 
IL-lra was 

well correlated with the levels of IL-6. IL-1 beta. 1 1-8. and TNL 
alpha (r 

from 0 73 to 0 66; all p < 0.005). but not with IL1 alpha. The 
molar ratio 

of IL-1 to IL-lra in the SF was neither correlated with the activ ity 

of 

collagenase nor easeinase. IL-1 beta and IL-lra in the SF were 
positively 

correlated with the erythrocyte sedimentation rate (LSR). 
CONCLUSIONS: The 

determination of IL-1 beta and IL-lra in the SI of patient:-, with 
joint 

disorders as examined in this studv seems to allow to a certain 
extent a 

prediction of the collagcna-^c- and casema>e-acti\ it> contained m 

the 

diseased joint. We would fa\or. 
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II Significance of II -1 beta and IL-1 receptor antagonist ( il -IRa) 
in 

bronchoalveolar lavage fluid (BAI I ) in patients with diffuse 

, n U< 1. ■ ,1 ■ I , MOM 
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AB We evaluated the effect of cry thromy cm therapy on pulmonary 
function 

tests and the airway inflammatory response of patients with DPB. 
The 

number of neutrophils in BALL" obtained from DPB patients was 
significantly 

higher than that of healthy volunteers Treatment with 
erythromycin (600 

nig/day for 12.9+/-9.5 months (mean +/- s d )) significantly 
reduced the 

total number of cells and neutrophils in the airway, and 
significantly 

improved pulmonary function tests. The levels of 11.-1 beta and 
IL-8 were 

significantly higher in DPB compared with healthy volunteers 

(P<0.05, 

P<0.05, respectively). IL-IRa in patients is considered to have a 
weak 

inhibitory activity for IL- 1 beta, with approximately five- fold 
concentration of IU- 1 beta compared with that in health) 
volunteers 

(approx. nine-fold concentration of IL-lbeta) fry thromycin 
therapy 

significantly reduced these cytokines to levels comparable to those 

of 

health) volunteers, and produced a trend toward reduction in the 
level of 

IL-IRa in BALL. The level of IL-lbeta correlated significantly 
with the 

concentration of neutrophils in BALI-" (r=0 .72. P<0 .01 ). as well as 
with the 

level of ***IL**» - ***]R a *** ( *** r *** =0.688. P<0. 05) 
and II -8 

(r=0.653. P<0.05). A nearly significant or significant correlation 
was 

observed between the concentration of neutrophils and levels of 
IL-IRa or 

IL-8 in BALL (r-0 526. P=0.053 or r-0.776. P<0.01. 
respective!) ) There 

was also a significant relationship between I I Y< 1 ) and the 
concentration 

of neutrophils in BAl Lir 0 524. P-0 05) < Hit results suggest 
thai the 

relative amounts of II - lbeta and 11 -IRa or II -X mav conirihiite. 
at least 

in part, to the neutrophil-mediated chronic airway mtlammation in 
patients with chronic airway disease, and long-term erythromycin 
therapy 

mav down-regulate the vigorous cycle between the cytokine 
network and 

neutrophil accumulation, with resultant reduciion of 
neutrophil-mediated 

nill;iiiini;i|( >r\ ic^P'MN',' 
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AB Cy tokines have been implicated in the pathogenesis of the low 
13 sy ndrome 

during illness. Tins is supported by our recent observation of a 
strong 

negative relationship between serum 13 and serum interleukin-6 
(IL-6) in 

nonthy roidal illness (Nil) In the last few y ears, soluble cy tokine 
receptors and cy tokine receptor antagonists have been discovered 
in human 

serum. These proteins have the potential to further regulate 
cytokine 

activity. Therefore, we now studied the association between serum 
13 and 

serum lev els of soluble tumor necrosis factor-alpha (sTNF alpha 
R p55 and 

sTNF alpha R p75). soluble interleukin-2 receptor (slL-2R). and 

the 

interleukin-1 receptor antagonist (1L-1 RA) in 100 consecutive 
hospital 

admissions with a wide variety of nonthy roidal diseases. Patients 
were 

divided into group A (13, > or = 1 30 nmol/L; 14, > or = 75 
nmol 'L; n = 

41 ). group B (13. < 1 .30 nmol/L; T4. > or = 75 nmol/L; n = 46). 
and group 

C (T3. < 1 .30 nmol/L; T4, < 75 nmol/L; n =13). Serum sTNL 
alpha R p55. 

sTNL alpha R p75 sIL-2R, and IL-IRA were lower in group A 
than in groups 

B and C [median values; sTNF alpha R p55. 125. 2 25. and 3.55 
ng ml. (P < 

^ 0.001 ), sTNL alpha R p75, 2.02. 4.56. and 7.00 ng/mL (P < 
0.001 );sIL-2R, 

184. 259. and 272 U/mL (P - 0.0004). respectively). Serum 
IL-IRA levels 

were not different m the three groups (median values. 122. I 93. 
and 258 

pg ■ml., respectively). Taking all patients together, a significant 
n eg at i \ e 

relation was found among serum 13 and sTNf alpha p55 tr 
-0 59. P < 

0.0001 ). si NT alpha R p75 (r - -0.55. P - 0 000 1 >. slL-2R (r 
-0 .54. P < 

0 0001). ***||,*** . ***1RA*** ( *** r *** -0 38. P - 

0.001 ). and 

IL-6 (r - -0 56. P < 0.0001 ) A remarkable high correlation (r 
-o."o. P 

0 OOll 1 I w;is ftumd between serum 13 and a newlv designed 
total score 


regression 

indicated 1 1. -6 and sTNF alpha R p75 as independent 
determinants of L3 

| scrum 13 - 2.094) 3 2 hi < s I NT alpha K p75) -0 15 In (11.-0). r 
0.70| The 

variabilis in serum 13 was accounted lor 35% b> changes in In 
(s TNI alpha 

R p75)and 14% b> changes in In ( II .-6 ) < ABSTRACT 
I RLNCAI I I) AT 400 WORDS) 
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endothelial dysfunction'.'. 
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AB OBJECTIVE: To determine if plasma concentrations of defined 
cytokines are 

increased in women with preeclampsia, and to correlate any 
increases with 

the elevated concentrations of the vascular cell adhesion molecule 
(VCAM)-I METHODS: Twenty pnmigravidas with 

preeclampsia were compared to 

20 healthy primigrav idas. Plasma levels of cytokines, tumor 

necrosis 

factor-alpha (TNE alpha), interleukin (1D-6. IL-8. IL-1 beta. 11,-1 

receptor antagonist (IE- Ira), granulocyte 
macrophage-colonv -stimulating 

factor (GM-CSF), and VCAM-L were measured by 
enzyme-linked immunosorbent 

assay. RESULTS: Concentrations of IE-6 and IE- Ira were 
significantly 

higher (P< .01) in preeclamptic women (2 56 and 251 85 pg ml., 
respectively) compared to normal pregnant patients (2 06 and 
14200 pg ml . 

respective!) ) There were no significant changes in concentrations 
of TNE 

alpha. IL-8. GM-CSE. and 11-1 beta in preeclamptic patients 
( 14 09. 50 52. 

125 8 and 2.08 pg ml.. respccli\cl\ (compared to normal patients 
( I I 96 

44 46. 121.3. and 2.01 pg ml.. respeeti\el> ) Serum 
concentrations of 

VCAM-! were increased in women with preeclampsia 
( preeclamptic group 84 1 9 

* ■ - 49 7 ng ml ., control group 5d0 2 * '- 47 9 ng ml.. I 3 673. P 
■ .001 > 

lnterleukin-6 and II - Ira concentrations correlated with YCAM-I 
concentrations (11 -6: r 0 539, / 2 9. p < 005. ***ll *** - 


under!) mg 

leukocyte activation m this disorder The increased cytokine 
concentration may also be responsible for the endothelial adhesion 
that 

accompanies preeclampsia 
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AB The present invention provides nucleic acid mols encoding 
novel 

***Interleukin*** - *** Receptor*** 

*** Antagonist*** - 

***Related*** ( *** _ ***| r , l *** _ ***^*** ^ 

poh peptides 

The eDNAs encoding human and murine ***([*** - ***] r;l *** 

were chined and the expression in se\eral human tissues were 
cxamd b\ 

either RT-PCR or in situ h\ bridi/ation ***]]*♦* . * * * 1 ra * * * 
***R*** was expressed in I: coli and mammalian cell and ant i- 

*«*][ ^ + jjc 

- ***lra*** - ******* antibody was produced The biol. 
activity of 

*,* n **» _ *^] ra *** _ *** R *** was assessed m transgenic 
mice The 

invention also pro\ ides selective binding agents, vectors, host 


diagnosis, treatment, amelioration, and or prevention of diseases, 
disorders, and conditions assocd .with ***n.»** - ***lra*** - 
***R*** pol> peptides 
Rl (.'NT 6 I IILRL A R 1 6 CUT D KITLRLNC1 S 
AVAILABLE I ( )R THIS RLCORI) 

ALL CITATIONS AVAILABLL IN TTIL RL LORMAT 
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IT Significance of II - 1 beta and 11.-1 receptor antagonist 1 1L- 1 Ra ) 
in 

bronehoalveolar lavage fluid (BAIT ) in patients with diffuse 

panbronchiolitis (DPI?) 
AU Kadota, J ; Matsubara. Y ; Ishimatsu. Y ; Ashida. M : Abe. K : 
Shirai. R ; 

Iida. K ; kawakanu. K ; Taniguehi. II.. et al 
CS School Medicine. Nagasaki Cniversitv. Nagasaki. 852. Japan 
SO Clin. 1 xp Immunol (19%). 103(3), 461-6 
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AB We evaluated the effect of erythromycin therapy on pulmonary 
function 

tests and the airway inflammatory response of patients with DPB 
The no. 

of neutrophils in HALL obtained from DPB patients was 
significantly higher 

than that of healthy volunteers T reatment w ith erythromycin 
(600 mg/day 

for 12. sum 9. +-.9. sum. 5 mo (mean .+-. s d )) significantly reduced 

the 

total no. of cells and neutrophils in the airw ay, and significant!) 
improved pulmonary function tests. T he levels of IL- 1 beta and 
IL-8 were 

significantly higher in DPB compared with health) volunteers (P 

< 

0 sum .05. P < 0. sum 05. resp.). 11.-1 Ra in patients is considered 
to have 

a weak inhibitor) activity for II, -I beta., with approv five-fold 
eoncn. 

of IL- 1 beta, compared with that in healthy volunteers (approv 
nine-fold 

eoncn. of IL-1 beta ). Lrythromvein therapy significant!) reduced 
these 

cytokines to levels comparable to those of health) volunteers, and 
produced a trend toward redn in the level of IL-1 Ra in BAI T 
The level 

of IL-1. beta, correlated significantly w ith the eoncn of neutrophils 

in 

BALL (r - 0 72. P < 0 01). as well as with the level of ***n*** 
*** ]Kil *** ( *** r *** - ( i o8N. P - 0 05 i and II -Sir 0 653. 

P ■ 

0 05) A nearlv significant or significant correlation was ohsd 
bet w ecu 

the eoncn of neutrophils and levels of M - 1 Ra or 11.-8 in BA1 \ (t 
0 526. 

P = 0.053 or r - 0.776. P < 0.01. resp.). T here was also a 
significant 

relation between I -TAT and the eoncn of neutrophils in BAI L (r 
0 524. P 

< 0.05). Our results suggest that the relative amts of II - I beta 

and 

11-1 Ra or II -8 ma\ contribute, at least in part, to the 
neutrophil-mcdiatcd chronic airwa\ inflammation in palienls with 


with resultant redn of neutrophil-mediated inflammatory 
response. 
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syndrome in 

patients with nonthyroidal disease 
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AB Cytokines have been implicated in the pathogenesis of the low 

13 syndrome 

during illness This is supported by our recent observ ation of a 
strong 

neg relationship between serum I e and serum interleukin-6 
(IL-6) in 

nonthyroidal illness (NTT). In the last few years, sol cytokine 
receptors and cytokine receptor antagonists have been discovered 
in human 

serum These proteins have the potential to further regulate 

... 

\~ \ UIM1IL 

activity. T herefore, we now studied the assocn between serum T3 
and 

serum levels of sol. tumor necrosis factor- alpha, receptors 
(sT NL alpha, R 

p55 and sTNL alpha.R p75). solbule interleukin-2 receptor 
(sIL-2R), and 

the interleukin-1 receptor antagonist (IL-1 RA) in 100 consecutive 
hospital 

admissions w ith a w ide variety of nonthyroidal diseases. Patients 
were 

div ided into group A (13. gtoreq 1.30 nmol/L; T4. gtoreq.75 
nmoLL; n - 

41 ). group B (13. <1.30 nmol T; 14. gtoreq.75 nmol/L; n : = 46). 
and group 

C (T3, <1.30 nmol/L; T4. <75 nmol/L; n - 13) Serum 
sTNl .alpha.R p55, 

sTNL. alpha.R p75, sIL-2R. and IL- 1 RA were lower in group A 
than in groups 

B and C [median values: sTN L. alpha.R p55. 1 26, 2 25. and 3 55 
ng TnL (P < 

" 0.001); sTNL. alpha.R p75, 2.02. 4.56. and 7.00 ng/ml. (P < 
0 001), SIL-2R. 

184, 259. and 272 U/mL (P - 0 0004), resp | Serum IL-1 RA 
levels were not 

different in the three groups (median values. 122. 193, and 258 
pg ml., 

resp. ) Taking all patients together, a significant neg. relation was 
found among scrum 13 and s T NT alpha p55 <r - -0 5 l f P - 
i) (100 I ). 

s I N R alpha R p75 ( r -0.55. P* 0 000 1 ). sll -2R ( r -0 54. P • 
0 0001 ). 

***]] *** _ # # # j |^ ^ * * * | * * * r * * * _() -i^. j) oool) arid 
II -6 (r = 

-0 56; P < 0.0001 ) A remarkable high correlation (r - -0 70, P < 
0 0001 ) 

was found between scrum 13 and a newly designed total score 
based on the 

summation of serum levels of IL-6 and the four sol cvtokme 
receptor 

proteins II -6 and the four cytokine receptor proteins were all 


The vanabilitv in scrum T3 was accounted for 35% bv changes in 

In 

(sTNl alpha R p75) and 1 4" o b\ changes in In (II. -6) In 
conclusion, 1 ) 

scrum 13 is nog. related to serum s I NI alpha R p55. 
s TNI alpha R p75^ 

sIL-2R. 1J -IRA. and 1 1. -6 in patients; and 2) sTNl alpha. R p75 
and 1L-6 arc 

independent determinants of serum T3 in N I L accounting tor 
35% and 14%. 

rcsp , of the variabilis in 13 Hie results suggest that the sick 
euthyroid syndrome is part of the acute phase response during 
illness 

generated by activation of the cytokine network 

1.2 ansvvi r k) of u uspatfufl 
an 2002:5759 uspatfui l 

Tl Interleukin- 1 receptor antagonist and recombinant production 
thereof 
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CAS INDFXING IS AVAII.ABFF FOR THIS PA TINT 
AH The present invention prov ides novel nucleic acids, the novel 
polypeptide sequences encoded b\ these nucleic acids and uses 
thereof 

These novel polv nucleotide and polv peptide sequences were 
determined to 

be a novel Interleukin- 1 Receptor Antagonist 
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TI Anti-interleukin- 1 receptor antagonist antibodies and uses 
thereof 
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filed on 1 7 

Feb 1999. now abandoned Continuation-in-part of Ser. No US 
1998-127698. 

tiled on 31 Jul 1998. now abandoned Continuation-in-part of 
Ser No. US 

1999-229591, tiled on 13 Jan 1999. now abandoned 
Continuation of Ser 

No US 1998-99818. filed on 19 Jun 1998. now abandoned . 
said Ser. No. 

US 127698 Continuation-in-part of Ser. No US 1998-82364. 
filed on 20 

May 1998. now abandoned . said Ser No US 99818 
Continuation-in-part of 

Ser No US 1998-82364. filed on 20 Mav 1998. now 
abandoned 

Continuation-in-part of Ser No. US 1998-79909, Hied on 15 
May 1998, 

now abandoned Continuation-in-part of Ser No US 
1998-55010. tiled on 3 

Apr 1998. now abandoned 
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CAS INDFXING IS AVAILABLF FOR THIS PATHNT. 
AB The present invention provides novel nucleic acids, the novel 
polypeptide sequences encoded by these nucleic acids and uses 
thereof 

These novel polynucleotide and polypeptide sequences were 
determined to 

be a novel Interleukin- 1 Receptor Antagonist Also provided are 
antibodies which bind the antagonist, methods of detecting the 
antagonist, and kits containing the antibodies. 
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Tl Method of treatment of osteoarthritis w ith interleuken- 1 
receptor 

antagonist 
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CAS INDFXING IS AVAIFABI F FORTIUS PA I TNT. 

AB A method and a composition for the preventative treatment of 

osteoarthritis comprising the periodic administration to a 
mammal 

suffering of this disease of a composition comprising an amount 
of I iuman 

recombinant Interleukin- 1 receptor antagonist effective tor 
reducing the 


